this is partly responsible for the quite different prognosis of the two diseases.
Dr Binnie's review of the etiological factors which have been incriminated, investigated or discarded is fascinating by reason of the multiplicity of the conflicting evidence from different parts of the world. In this context it will be interesting to know whether the chewing of betel nut and lime, a potent cause of intra-oral (cheek) cancer on the Indian subcontinent, will become a significant etiological factor in this country as the number of Asian immigrants continues to increase.
Dr Johnson's masterly review of the role of histopathology in diagnosis and prognosis (p 740) gives one a glimpse of the enormous effort which pathologists have made, and continue to make, in their attempts to identify those intra-oral lesions which are truly premalignant. Understandably, much of this effort has gone toward objective assessment, even by computer, of those abnormalities of cell morphology which may be associated with eventual malignant change. Un- happily, the answer is, more or less, a lemon. This is not said in any disparaging sense, for all avenues must be explored, but one does wonder whether useful information about an impending biochemical change can ever be derived from examining the appearance of a cell, or its nucleus or its chromosomes. Perhaps this is too gloomy a view, but the emphasis on morphology seems misplaced. To me it is rather like a man who seeks to predict the eventual failure, say, of an electronic component by studying its outward appearance at ever greater magnification, rather than by measuring its performance at intervals of time with appropriate electrical instruments.
Likewise, with the premalignant epithelial cell, tests of its function are likely to be of greater prognostic importance in the future than the analysis of multiple morphological parameters which may be completely unrelated to its future behaviour. In this context the 3H-thymidine uptake is a promising test of the rate of epithelial proliferation and, perhaps, the outcome of further studies on glucose-6-phosphate dehydrogenase activity in oral epithelium may be even more important. These complex investigations can only be developed, evaluated and eventually simplified if the pathologists and biochemists concerned have access to enough clinical material. The cancer in question is an uncommon disease and the clear implication is that patients with any pathology of the buccal mucosa should be referred at an early stage to an appropriate centre for investigation.
Dr Johnson rightly draws attention to the established fact that tumour growth is inhibited by the continued presence of the regional lymph nodes. This (hopefully) should put an end once and for all to that absurdly unphysiological operation, the 'prophylactic' block dissection. On the other hand, supervoltage irradiation of the regional lymph nodes with the object of destroying micrometastatic foci of tumour cells in nodes which are clinically impalpable is an entirely sensible procedure, as Mr Westbury suggests in his excellent resume on clinical management of oral cancer (p 749). It is a pity that neither he, nor anyone else for that matter, can give us any real guidance as to which cytotoxic agent may be of real therapeutic value to the particular patient with the particular carcinoma which we must treat. What a boon it would be if someone could devise a rapid test, perhaps in tissue culture, by which the sensitivity of a patient's tumour cells, removed at biopsy, could be titrated in vitro against the toxicity of the various chemotherapeutic agents available.
Mr Shillitoe's paper on the immunological aspects of oral cancer (p 747) gives us an interesting glimpse of the bewildering confusion of facts and paradoxes which confront the immunologist; this at a time when his specialty is expanding its horizons faster than any other field of medical endeavour.
One hopes that before long there will emerge some measurable parameter by which clinicians may monitor the efficacy of immunotherapy in the treatment of malignant disease. Yours [765] [766] is of great interest to anyone concerned with gastroenterology but I feel it is doubtful whether many conclusions can be drawn from such scanty material. He says that the precise reason for the presence of enterobacteria in the mouths of the individuals examined was not clear, but we are not told whether these patients with Crohn's disease and ulcerative colitis had diarrhcea at the time when these tests were carried out. If they did suffer from this at that particular time then it is quite likely that the oral infection with E. coli was by transmission after their frequent deftecations. It also would be very relevant to the argument to know whether these patients did or did not have oral lesions which is the point under discussion. It might well be that the results would differ between patients with inflammatory bowel disease with associated oral lesions and those without. On the evidence produced there is nothing to choose between patients with ulcerative colitis and those with Crohn's disease, although the author has previously noted that oral lesions were commoner in Crohn's disease than ulcerative colitis and as far as I can gather has based the current research work on this assumption. Yours faithfully Holzer 1953 , Wynands & Cromwell 1960 , Kornblueth et al. 1960 ). The rise is connected with the contraction of extraocular muscles caused by depolarizing agents (Bjork et al. 1957 , Kornblueth et al. 1960 . It is abolished by section of these muscles (Macri & Grimes 1957) and by curarization (de Marees et al. 1969 , Dickman et al. 1969 .
This SCh-induced contraction which is in contrast to the block caused in other muscles is due to the unusual physiology of extraocular muscles which consist of very small muscle units -5-10 muscle fibres per nerve fibreand have a short twitch period of a few milliseconds.; accordingly, contraction occurs at frequencies of several hundred impulses, compared to 5-50 impulses in other muscles (Adler 1969) . Generally, sensitivity to neuromuscular blocking agents increases with the rate of stimulation (Wislicki & Rosenblum 1956 , 1958 , Wislicki & Benzakein 1963 .
Extraocular muscles contain at least two types of fibres: tonic, multi-innervated fibres served by' small-diameter nerve fibres and reacting not to single stimuli but to tetanic rates of stimulation with a slow contraction, and phasic fibres innervated by single large-diameter fibres and responding to single stimuli with a rapid twitch (Bacfi-y-Rita & Ito 1966).
SCh in doses required for relaxation of other muscles increases the base-line tension in extraocular muscles by its effect on tonic fibres producing a slow-graded sustained contraction. Only administration of larger amounts, by affecting the phasic fibres, results in relaxation, indicating that extraocular muscles are unusually resistant to the blocking action of SCh (Bach-y-Rita 1967, Katz & Eakins 1967 
